**Abstract**

**Purpose:** Increasing structural neuroimaging studies have revealed abnormalities of gray matter volume (GMV) in individuals with generalized anxiety disorder (GAD) relative to healthy control subjects (HCS) using voxel based morphometry (VBM) approach. However, the spatial localizations of GMV alterations reported in the existing studies are variable and controversial. Here, we conducted a quantitative meta-analysis for investigating the concurrence across VBM studies to clarify the consistent structural abnormalities underpinning this condition.

**Methods and Materials:** A systematic review was conducted on whole-brain VBM studies comparing GMV alterations between GAD patients and HCS in PubMed, ISI Web of Science, Embase, and MEDLINE databases from January 1996 to January 2016. Coordinates were extracted from clusters of significant GMV difference between GAD patients and HCS. Meta-analysis was performed using the Anisotropic effect size signed differential mapping (AES-SDM) software \[1\]. A jackknife sensitivity analysis was carried out to test the replicability of the results.

**Results:** A total of 7 datasets comprising 130 GAD patients and 146 HCS were included in the current meta-analysis. GMV enlargements were identified in the right putamen and the right superior temporal gyrus in GAD patients compared to the HCS while GAD patients showed decreased GMV in the left insula. All these findings remained largely unchanged when the jackknife sensitivity analysis was performed.

**Conclusion:** This is the first quantitative meta-analysis exploring cerebral structure alterations in patients with GAD compared with HCS. Our results demonstrated that GMV deficits in insular-limbic-temporal regions were the most consistent neural correlates in GAD, which might contribute to the understanding of the pathophysiology underlying this disorder.
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